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Sonic hedgehog is a member of a newly discovered family of mols. that a 
active during development in vertebrates. Sonic hedgehog induces 
development of key CNS neuronal cell types, including the dopaminergic 
neurons that are destroyed in Parkinson's disease. In addn. to 
developmental-inducing activity. Sonic hedgehog has neurotrophic and 
neuroprotective activities on many of these same cell types. These 
activities suggest interesting clin. potentials for Sonic hedgehog in 
neurodegenerative diseases such as Parkinson's disease and in acute CNS 
trauma such as stroke. 
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AB Defects in 

of the Drosophila segment polarity gene, patched (ptc) and its 
ligand, sonic hedgehog (shh) , contribute to tumor formation in several 
tissues. Recently, a subset o.f medulloblastoma, the most common 
malignant 

brain tumor in children, was found to contain somatic mutations in the 
human ptc gene. In addn., basal cell nevus syndrome (BCNS) , or 
Gorlin syndrome, which is characterized by developmental anomalies and a 
predisposition to skin and nervous system malignancies, is assocd. with 
germ-line mutation of ptc. Targeted disruption of both alleles 
of ptc in mice results in embryonic lethality. However, 
ptc+/- mice survive and develop spontaneous cerebellar brain 
tumors, suggesting that ptc may function as a tumor suppressor 
gene. There-fG-re> we investigated ptc+/- mice as a model for 
human medulloblastoma. We report that 14% of ptc+/- mice 
develop central nervous system tumors in the pos^teripr^f ossa^by^ 10 mo of 
- age, with^p^alc tumW^ihci^elice occurring between 16 and 24 wk of age. 



The 



mRNA 



tumors exhibited several characteristics of human medulloblastoma, 
including expression of intermediate filament proteins specific for 
neurons and glia. Full-length ptc mRNA was present in 
all tumors analyzed, indicating that there was no loss of 
heterozygosity at the ptc locus. Nucleotide sequence of 
ptc mRNA from four tumors failed to identify any mutations. 
However, a comparison of the normal ptc sequence from C57BL/6 
and 129SV mice did reveal several polymorphisms. High levels of glil 

and protein were detected in the tumors, suggesting that the shh/ 
ptc pathway was activated despite the persistence of ptc 
expression. These data indicate that haploinsuf f iciency of ptc 
is sufficient to promote oncogenesis in the central nervous system. 
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OTHER SOURCE(S): MARPAT 130:205165 

AB The present application relates to a method for modulating the formation 
and/or maintenance of muscle tissue by ectopically contacting muscle 
cells, esp. muscl.e st.em/progeni-to-r cell-s, in vitro ox in vivo, with a 
hedgehog therapeutic or ptc therapeutic in an amt . 

effective to alter the growth state of the treated cells. The hedgehog 
therapeutic- comprises- a hedgehog prbtein m^ one or more 

lipophilic moieties, e.g., sterols, fatty acids, or arom. hydrocarbons. 
The ptc therapeutics mimic hedgehog-mediated patched 
signal transduction by binding to patched or altering localization, 
protein-protein binding and/or enzymic activity of intracellular proteins 
involved in patched signal transduction. Such therapeutics included 
antisense oligonucleotides and protein kinase A inhibitors. Expts. in 
zebrafish suggested that SHH may initiate slow myoblast formation but 



that 



continued exposure is not required to trigger terminal differentiation of 
slow muscle fibers. 



=> d his 



(FILE 'HOME' ENTERED AT 15:59:51 ON 18 NOV 2000) 
FILE 'CA' ENTERED AT 15:59:55 ON 18 NOV 2000 



LI .OS PTC (lOW) THERPEUTIC# 

L2 309 S PTC(10W)THER? 

L3 1 S L2 AND STROKE 

L4 3 S NEUROPROTEC? (lOW) HEDGEHOG (lOW) PROTEIN# 

L5 308 S L2 NOT L3 

L6 308 S L5 AND PTC 

L7 0 S L6 AND PATCHED BINDING PEPTIDE 

L8 2 S L6 AND NEURON? 



=> log y 



COST IN U.S. DOLLARS 



SINCE FILE TOTAL 
ENTRY SESSION 



FULL EST TMfi^F.n rnciT TLTBl 32". 02 

DISCOUNT AMOUNTS { ^^QUALI FYING ACCOUNTS) SIl^^ FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE -2.65 -2.65 
STN INTERNATIONAL LOGOFF AT 16:05:52 ON 18 NOV 2000 



